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1, Dr Stephen Maxwell Taylor of 17 Perdita Street, Bellbird Park, in the State of 
Queensland 4300, Commonwealth of Australia, do solemnly and sincerely declare as 
follows: 

L Imi an Associate Professor in the Department of Physiology and 

Pharmacology at The University of Queensland* I am also an inventor in respect of 
United States Patent Application No. 09/446,109. 

2, My relevant experience is attached hereto as Appendix A. A copy of my 

curriculum vitae is now shown to me, and is annexed hereto as Exhibit SMT-1 . 

3, Lhave read and understood the Office Action dated 18 December 2003 

issued in respect of this application. 

4j Jn this Office Action, the Examiner has raised an objection under Section 

1 12 first paragraph that the specification does not provide an enabling disclosure in 
respect of a method of treating an inflammatory condition, included a method of treating 
inflammatory arthritis, comprising the step of administering an effective amount of a 
compound of the invention to a mammal in need thereof. I understand that the Examiner 
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has fonned this opinion on the basis that while flic specification discloses cwtain 
expeiimcntal models, and refers to treatment of iheumatoid aithritifi. The Examiner does 
not consider that these model systmis would be regarded in the art as being reasonably 
predictive of efficacy in other inflammatory arthritides, or in inflammatory conditions 
other than inflammatoiy aitbritis. 

^ Lbelieve that the Examiner is mconect in taking this position, because I 

consider that in &ct the model systems described in the specification are very well 
accq)ted as being generally predictive of anti-inflammatoiy efficacy, not only in the 
tieatm^ of xhemnatoid arthritis but in ottier inflammatory conditions. Moreover, I 
consider that efficacy in the treatment of rheumatoid arthritis is regarded as being 
reasonably predictive of efficacy in other inflammstory artfaritides. I do not consider that 
any further inventive effort would be required in order to demonstrate efficacy of the 
compounds of the invention in such conditions. 

6, hi fact, my colleagues and I have candied out furth^ experimentation using 

assays and model systems whidi are well-known in the art, and have not required any 
fiufher inventive effort in order to do so. This is discussed further below. 

7, Using in vitro assays, such as those described on page 26, luaes 1 to 19, and 

line 21 to page 27, line 2 of the specification, and die rat cairageenin paw oedema model 
and rat adjuvant arthritis model described in Bxample 8 of the specification, we have also 
demonstrated that the compounds of the invention have anti-inflammatory and 
anti-arfiiritic activity* The data obtained using the antigen-induced arthritis model have 
already been provided to the Exanuner in manuscript form with our first response dated 
21 April 2000. These results have now been published in Arthritis and Rheumatism 2002 
4$'.2476'248S. A copy of fliis paper is now shown to me and axmexed hereto as Exhibit 
SMT-2, 

8, Lconsider that it is self-evident that it is standard practice in the art to use 

the dieapest and simplest experimental model first, and to progress a candidate agent to 
more complex, expensive and time consuming models only if the preliminary screening 
tests are successfiiL Both carrageeiun-induced toflammation and antigen-induced 



axthritis are often thought to be more socces sfid ia flie rabfah than in the rat, but the lat is 
a much Chester animal to use. Antig^-induced axthritis requires prior sensitization, and 
thusisnuiretirne-ooasuniingttiancairageeiiin-i^^ Collageihinduced 
arthritis is also a notoiionaly variable model of human dieiunatoid arthritis, and 
expression of die disease is highly variable in rodoits^ which are the preferred species. 
Practitioners in fhe art emphasise the difficulty of using commerdal supplies of the 
antigen, which is associated with poor expression of the disease, and recommend the 
raising and purifying of collagen antigen Scorn cultured bovme nasal ^ilh^ in ibs 
investigators* own laboiatoty. This increases the costs and e>q)^8e required, and so 
restricts the use of this model, Cairageemn-indaced jfoo^ad oedema is qiuck and easy to 
induce, and can readily be induced ni rats; thus it is often used in preliminary screening. 

9j T2ie specification of the present application discloses in vitro assays for 

testing candidate anti-inflammatory agents for activity using a suitable surrogate marte. 
For ocample, a receptor-binding assay is described at page 26 lines 1 to 19 of the present 
specification, and an enzyme assay is described at page 26 line 21 to page 27 line 2. 

10. Lconsider that it is a matter of routine then to proceed to in vivo assays such 

as the cairageenin paw oedema and adjuvant arthritis models described at page 27 line 4 
topage 28 line34of the specificatioiL Sinnlarly, I consider that because the 
antigen-induced arthritis model is so well known it would require no further inventive 
activity to test the candidate agent m this model 

11. I ranphasise that the in vitro assays described in the qiecitication and the rat 

paw oedema model are general models usefiil for testing antiinflammatory activity, and 
are not restricted to assessment of efScacy m the treatment of arthritis. Hiey are 
therefore useful as preliminaty tests for efficacy in any inflanmiatory condition. 

12> Use antigen-induced arthritis Euodel shares many histological similarities 

witii human rheumatoid, as well as with otiier arthritidea, inchiding hyperplasia of the 
synovial membrane, mononuclear cell infiltration, acute and chronic phases^ pannus 
formation, and secondary caitliage erosiorL The model also shares the joint swelling and 
conelated mobility impairm^t seen m acutely inflamed human arthritic joints. Because 
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of flic antigen-antibody nature of disease induction, the model bas also been proposed as 
a modd of reactive arthritis. Hie immuno-inflaminatory basis of the pathology in flie 
antigeohinduced arthritis model also mimics several features of human infl a mm atory 
aithrides, including synovial and systemic elevations in inflammatoxy cytokines, and tiie 
necessity for immnne and inflammatory cell involvemeiit. 

13. The antigen-induced attimtis model also shows nnmerons clinical and 

pathological similarities vn& psoriatic arOntis and reactive arthritis, and consequently is 
considered in the art to be a valid and usefbl animal model of human infl a mm atory 
arthritis. Thus, these features of aatigeo-induced arthritis in various exprnmental animals 
make this model useflil as a model for ascertaining the effectiveness of new disease 
therapies. 

14. T^e antigen-induced arthritis model is a well-established experimental 

model of arthritis. The model is also highly responsive to anti-inflammatory and 
immune-based therapies, wifli significant efficacy shown by ihuprofen, indometharin, 
prednisolone, infliximab, leflunomide, methotrexate, and several other ag^ts which are 
used with success in treating human RA and ottier arthritides. Copies of these articles are 
now shown to me^ and are annexed bareto as Exhibits SNTT-S, SMT-4 and SNTT-S. 

J5s ]^ example, psoriatic arfluitis is an inflammatory disease which affects 

joints, ligaments, t^ulons and sometimes the spine. Althou^ psoriatic arthritis is 
associated with psoriasis, and occurs in a subset of patients wttii psoriasis, these two 
conditions are considered to be distinct diseases, which may have different 
pathophysiologies. According to the American College of Rheumatology, non-steroidal 
anti*inflanmiatory drugs ^SAIDs) are the initial treatment for arthritis symptoms in 
patients with psoriatic artiuitis, an inflammatory arthritis. Consequentiy screening 
methods suitable for testing of anti-inflammatory dmgs such as NSAIDs are suitable for 
testing candidate agents for treatment of this condition. Ankylosing spondylitis is a form 
of dm>nic inflammatory arthritis which most often affects the spine, and is treated in the 
same way as rheumatoid arthritis, with the same armory of drugs, including l^SAIDs; 
loflixaraal (Remicade''^. an antagonist of tumour necrosis factor (TNF), a general 
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mediator of inflammatory responses, is q>p;oved &r uso in Ihe treatment of xheomatoid 
arOnitis. Fsoziatic arthritis and adQioang spondylitis are sometimes referred to as 
spondyloaithrapathies, because fiiey afiect areas around flie joiiil where Hgaments and 
tendons attach to bone (enthe^tia) raflier than the lining of the joint (synovium). 
However, the underlying pathological mechanisms are thought to be sinular. 

16. Ltherefore believe fliat aperson of oidinary skill in the art would, once in 

possession of the presmt specification, have a reasonable expectation that die compounds 
of the invention would be usefid in die treatment of numerous inflammatory conditions, 
especially several inflammatory arthritides, and most notably rheumatoid arthritis. 
Moreover, such a person would readily be able to test the compounds of the invention in 
well-established experimental models, without the need to exercise any fluther inventive 
effort. Accordingly^ die specification provides sufficient support &r claims that a method 
of treating uiflammatoiyaiUmtis, comprising the stq) of adxninistmng an effective 
amount of a compound of die mvention to a mammal in need thereof. 

17. 22l^^ tests are well known to have broad application. Although the present 

specification specifically describes the application of the invention to rheumatoid 
aztfaritis, a person skilled in the art would clearly understand that the invention has 
application to inflammatory and arthritic conditions in general, as well as inflammatory 
arthritic condidoiss, such as rheumatoid arthritis. 

18. 3Ec have carried out further experiments using the antigen-induced arthritis 

model in a study of the role of the complement system in rheumatoid arthritis. The results 
of diese experiments have been set out hi a draft manuscrq)t, a copy of which is now 
shown to me» and is annexed hereto as Exhibit SMT-6. 

12: manuscript describes antigen-induced arthritis as being an established 

model of RA that involves stimulation of T4ymphocyte reactivity against the 
immunizing antigen. This model is induced by the immunization of animals with a 
protein antigen (methylated bovine serum albumin, ovalbumin or fibrin) and an adjuvant, 
followed by the intra-articular iiyection of the same antigen* This results in an immune- 
complex mediated inflammatory response* characterised by chronic synovitis, which is 



localised to the injected joint. Hie abQity to localise inflammation to the antigen-injected 
joint only (monoarticular arthritis) allows for an intonal control in the contra-lateral 
joint. Many of the disease pathologies in this model nmnic those seen inhuman 
dieuznatoid arthritis fTable 1), having both acute and chronic phases of disease. There is 
also flie capacity to induce subsequent flar&-ups» whic^ are conunonly seen in rheumatoid 
arthritis, throng die re-injection of the antigen. 

2O5 Moreover, the US Food and Drug Administration's Center for Biologies 

Evaluation and Research (CBER) provides guidance for industry on "Clinical 
Development Programs for Dnigs^ Devices and Biological Producte for the Treatment of 
Rheumatoid Arthritis (RA)" on its website at 

http://www,fda.govycber/gdtes/rheamchL^^ This is an extremely detaUed set of 
guidelines^ and Section m at page 6 sets out considerations in rheumatoid arthritis 
product development^ including the selection of appropriate in vitro models (animal or 
human services) and in vivo animal models for screening potentially active agents, 
Page 8 states that collagen-induced arthritis is often considered to be a suitable model; 
this is a form of antigen-induced arthritis. The rat carragecninrindxiced acute model of 
inflammation is stated to be useful in assessing anti-inflammatory activity, and it is also 
stated that most of the animal models which involve inflammation in the paw may be 
used for measuring antiphlo^stic (ie. anti-inflammatory) action of a drug* This is the 
carageenin-indnced foo^ad inflammation model which is described in flie present 
spedfication. Copies of the relevant pages fiom file US Food and Drug Administration's 
Colter for Biologies Evaluation and Research website are now shown to me, and are 
annexed hereto as Exhibit SMT-7. 

2L A.curBory search of flie PubMed database reveals 25 pages of titles of 

publications on cairageenia-indttced arthritis, and 138 pages of tiUes of publications on 
antigen-induced arthritis. Clearly these are both extremely widely-used models* 



22. Once the anti-inflammatory and anti-arthritic a^vity of the compounds of 

the invention had been demonstrated as described in ib& present specification, it was a 
matter of mere routine trial and toot experimentation to formulate a method of treating 



mflanmiatoiy aitfantis using the cQznpoiuub of tiie pre&ent inveatton, and to test this 
method using wdl-accq)tfidamiiial models,^ Tlie&dznvfvo 
experiments showed that the method was indeed dSTeotive, 

23, M fkct the results were so ftyourable that the lead cotupomid of the 

invention has progressed to human clinical trials in Ibe treatment of liieumatoid arfhntis, 
using oral administration^ and of psoiiads, using topical administration. The results of 
Ihese trials have been favourable, and a summary is now shown to me and is annexed 
hereto as SAfT-S. Please note that this infonuation is to be treated as 
comm^al-in-confidcnce. 

24, Ltherefore consider that a person of ordinary skill in the art would, once in 

possession of the present specification, have a reasonable expectation that the compounds 
of ttie tnvendon would be useful in the treatment of numerous inflammatory conditions, 
especially several inflammatory arthritides, and most notably rheumatoid arthritis. 
Moreover, such a person would readily be able to test e£6cacy of the compounds of the 
invention for this purpose in well-established eTqperimental models^ wi^ut the need to 
exercise any fuither inventive effi>tt Accordingly, I consider that the specification 
provides an enabling disclosure of a method of treating inflammatory arthritis, 
comprising the step of administering an effective amount of a compound of the invention 
to a mammal in need thereof 
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And I make this solemn Dedaiation by virtue of the Statutocy Declarations Act 1959, and 
subject to the penalties provided by the Act for the making of &lse statements in 
Statutory Declarations, conscientiously believing the statements contained in this 
Declaration to be true in every particular. 




Before me: 




A person empowered to witness 
Statutory Declarations under the 
laws of tiie State of Queensland, 
Commonwealth of Australia 



